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jnihe claims: 

Please amend the claims as follows: 



Claims 1-8. (Canceled) 

^ ^ (Previously presented) An isolated human antibody, or antigen-binding 

portion thereof that binds to human IL-12 and dissociates from human IL-12 with a 1Q of 
I x 1 0" 10 M or less and a karate constant of I x 10' 3 s* or less, as determined by surface 
plasmon resonance. | 

c\ tf£ (FrcviouAly presented) The isolated human antibody of ciaiip^ or an 
l^'anngen-bindwg portion thereof, which dissociates from human IL-12 with ako*f xate 
constant of I x 10"* s" 1 or less. 

^ (Previously presented) The isolated human antibody of claiar^or an 

^ ^antigen-binding portion thereof, which dissociates from human IL-12 with a koff rate 
/ constant of I x 10"V J or less, 

^ yif. (Previously presented) The neutralizing antibody of claim M^Tor an 

antigen-binding portion thereof, which inhibits phytotemagglwwin blast proliferation in 
an in vitro PHA assay with an IC50 of 1 x 10"* M or less. 



(Previously presented) The neutralizing antibody of claim l.£3^or an 
antigen-binding portion thereof, which inhibits phytobemagglutinin blast proliferation in 
an in vitro PHA assay with an IC 5Q of 1 x 10" l0 "M or less. _ 

^ O (Previously presented) The neutralising antibody of claim 143fo?an 

antigen-binding portion thereof, which inhibits phytohemagglutimn blast proliferation in 
an in vitro PHA assay with an IC 50 of I x 10~ U ~M or less. 



Claims 15-40. (Canceled) 
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^#{. (Original) An isolated human antibody, or an antigen-binding portion ihereot, 
which 

a) inhibits ^hytohemagglutinin blast proliferation in an in vitro PHA assay 
with an IC S0 of 1 x IQ^M or less; 

b) has a heavy chain CDR3 comprising the amino acid sequence of SEQ ID 
NO: 25; and 

c) has a light chain CDR3 comprising the amino acid sequence of SEQ ID 
NO: 26. 

\ ^ J&f (Original) ^ j^Thc isolated human antibody, or an antigen-binding portion 

thereof of claim^Twhich further has a heavy chain CDR2 comprising the amino acid 
sequence of SEQ ID NO: 27; and a light chain CDR2 comprising the amino acid 
, sequence of SEQ ID NO: 28. 

(Original) ^ The isolated human antibody, or an antigen-binding portion 
thereof, of claim #T which further has a heavy chain CDR1 comprising the amino acid 
sequence of SEQ ID NO: 29; and a light chain CDRl comprising the amino acid 
sequence of SEQ ID NO: 30, 

^A*C (Original) An isolated human antibody, or an antigen-binding portion thereof, 
having a heavy chain variable region comprising the amino acid sequence of SEQ ID 
NO: 3 1 , and a light chain variable region comprising the amino acid sequence of SEQ ID 
NO: 32. v 

(Original) The isolated human antibody of claim 44; comprising a heavy 
chain constant region selected from the group consisting of IgG U lgG2, IgG3, IgG4, 
IgM, IgA and IgE constant regions. 

^ ^) (Original) The isolated human antibody of claim AST wherein the antibody 

heavy chain constant region is IgG I. . 

% ^\ ^AfC (Original) The isolated human antibody of claim^MCwhich is a Fab fragment. 

* K 4£r (Original) The isolated human antibody of claira^4< which is a F(ab f )2 
fragment. 
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j&f (Original) The isolated human antibody of claim 44fwbich is a single chain 
Fv fragment. 

Claims 50-87. (Canceled) 

/' \i J*&" (Previously presented) a pharmaceutical composiiion comprising the 
antibody or an antigen binding portion thereofr of claims 4d . 4#, \S 1 , 1£2, 16^, 1^7, 
168; 17^; 18?, or IJK and a pharmaceutical^ acceptable cameA 21 1^ ty\ 

Clairas 89-90 (Canceled) ^ . 

(Previously presented) The pharmaceutical composition of claim,w£ 
further comprising an additional therapeutic agent selected from ihe group consisting of 
budenoside, corticosteroids, cyclosporin, sulfasalazine, aminosalicylates, 6- 
mercaptopurine, azathioprine. metronidazole, mesalamine, olsalazine, balsalazide, 
antioxidants, antibodies to IL-1 receptor, anuML-ip monoclonal antibodies, anti-IL-6 
monoclonal antibodies, pyridinyl-imidasole compounds, anti-TNF antibodies, or 
fragments thereof, and anti-LT antibodies. 



Claims 92-141. (Canceled) 

442. (Previously presented) The isolated human antibody, or antigen-binding 
portion thereof of claim 9, which is a recombinant antibody, or antigen-binding portion 
thereof 

yd. (Previously presented) The isolated human antibody of any one of clairn^ 
to i$ wherein the antibody is a neutralizing antibody- 



■i 



^ ^ >*C (Previously presented) The neutralizing antibody of claim rlf, 



or an 



-antigen-bmdmg-pomon-thereof;-^^ 



an in virro phytohemagglutinin blast proliferation assay (PHA assay) with an IC50 of 1 x 
l0" 7 Morless. 
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^4$. (j» revwusly prorated) The neutralizing antibody of claiiu^KSTor an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation 
in an in vitro PHA assay with an IC50 of 1 x 1 0" 8 M or less 

\ J? ^146: (Previously presented) The neutralizing antibody of claim W37 or an 

antigen-binding portion thereof, which inhibits human IFN7 production with an ICso of 1 
x 10' 10 M or less. _ 

rr 

\ ^ ^ttf. (Previously presented) The neutralizing antibody of claim^r^ or an 

antigen-binding portion thereof, which inhibits human IFNy production with an ICso of i 
x 10 U M or less. — 

\ 2> *448? (Previously presented) The neutralizing antibody of claim -H37 or an 

antigen-binding portion thereof, which inhibits human IFNy production with an ICso of 5 
x 10"" M or less. 

^^^M^r (Previously presented) \)a The isolated human antibody, or antigen- 

binding portion thereof, of clairrv4l, which inhibits phytohemagglutinin blast 
proliferation in an in vitro PHA assay with an ICjq of 1 x 1 (T 10 M or less. 

35ff (Previously presented) \^ The isolated human antibody, or antigen- 
binding portion thereof, of claim*$f, which inhibits phytohemagglutinin blast 
proliferation in an in vitro PHA assay with an ICso of 1 x i0" u M or less, 

^ ^^JJSVT (Previously presented) An isolated human antibody, or an antigen-binding 
portion thereof, which dissociates from human IL-12 with a Ka of 1 x 10" 1U M or less and 
binds to an epitope on the p40 subunit of human 1L-12. 

(Previously presented) The isolated human antibody of claira>5f , which 
neutralizes the activity of human IL-12. 



(Currently amended) A neutralizing isolated human antibody, or antigen- 



binding portion thereof, that binds to human IL-12 and dissociates from human IL-12 
with a ICoff rate constant of 1 x lO^s' 1 1 x lQ^ Y 4 or less, as determined by surface 
plasmon resonance. 
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3 Ql** (Currently amended) The neutralizing isolated human antibody of claim 
J^Tor an antigen-binding portion thereof, which dissociates from human IL-12 with a 
^ ^ koff rate constant of 1 x IQ* s~ l or less. 

^ \ (Previously presented) The neutralizing isolated human antibody of claim 

i^Tor an antigen-binding portion thereof, which dissociaies from human IL-12 with a 
rate constant of 1 x 10" V 1 or less. 

'l^J^tf (Currently amended) The neutralizing isolated human antibody of any 
one of claims IS* to 135 and 20? T which inhibits phytohemagglutinin blast proliferation 
: vitro PhS asd& with an &so of 1 x 1 0' 7 M or less 



in an m 1 



^\J^ ytfl. (Currently amended) The neutralizing isolated human antibody of any 
one of claims J^|l 0 and 2ft7l o r an antigen-binding portion thereof, which inhibits 
phytohemagglutinin blalt proliferation in an in vitro PHA assay with an iCso of 1 x iO" 3 
M or less. 

^^jSfrT (Currently^rae^ed) ^^The neutralizing isolated human antibody of any 
one of claims V5l to t55 and 2tf7. or an antigen-binding portion thereof, which inhibits 
phytohemagglutinin blast proliferation in an in vitro PHA assay with an IC50 of I x 10" 9 
M or less. 

3 ^5#T (Currently amended) -? UFhe neutralizing isolated human antibody of any 
one of claims 155 10 L5S and ^Q^T or an antigen-binding portion thereof, which inhibits 
phytohemaggld^in blast proliferation in an in vitro PHA assay with an ICso of 1 x iO" 10 
M or less. 



31 



J-otfT' (Currently aqj^nded) J 7^ The neutralizing isolated human antibody of any 
one of claims 1£3~to ±8$ and2OT. or an antigen-binding portion thereof, which inhibixs 
phytohemaggluunin blast proliferation in an in vitro PHA assay with an IC50 of 1 x JO* 1 1 
~M~orless. ~~ 



PAGE 9/18* RCVD AT 4/2/2004 5:42:25 PM (Eastern Standard Time] 1 SVR:USPT0fFXRF-1/2 1 DWS:872930fi * CSID:6177424214 ■ DURATION (mm*ss):OS-0O 



Apr-02-04 17:46 Frora-LAHIVE * COCKPtELO, LLP 
U.S.S.N, 09/534,717 



6177424214 

7 



T-15S P. 10/18 F-l 
Group Alt Unit: 1647 



J^f . (Current^ amended) *\ 'Whe neutralizing isolated human antibody of any 
one of claims lSfrto JgS^f&2&£ ox an antigen-binding portion thereof, which inhibits 
human IFN7 pr^cttok with an iC S o of 1 x 10* 10 M or less. 

< S < Vj6ar^ (Currently amended) ^ "uThe neutralizing isolated human antibody of any 
<me of claims to J&S and 287. or an antigen-binding portion thereof, which inhibits 
human IFNy pn^til?n\vith an IC50 of I x 1 0' 1 1 M or less. 

*4 (Currently amended) * neutralizing isolated human antibody of any 

one of claims J£3*to \ &^7A* or an antifien-binding portion thereof, which inhibits 
human iFNy pn^ctiou with an IC50 of 5 x 10* U M or less. 

*4 \ l&C. (Previously presented) An isolated human antibody, or an antigen-binding 

portion Thereof, which 

a) dissociates from human U--12 with a k of f rate constant of 1x10-3 sr* or 

less, as determined by surface plasnion resonance; 

b) has a heavy chain CDR3 comprising the amino acid sequence of SEQ ID 

NO: 25; and ~ 

c) has a light chain CDR3 comprising the amino acid sequence of SEQ ID 

NO: 26. 

VJ V- J£3: (Previously presented) The isolated human antibody of claim-W4, or an 
antigen-binding portion thereof, which dissociates from human IL-12 with a ka rate 

constant of 1 x 1(H s*i or less. 

^ /l&bf 0 (Previously presented) The isolated human antibody of claim or an 
antigen-binding ponton thereof, which dissociates from human H--12 with a kofj rate 

constant of 1 x 10' 5 s' 1 or less. 

$&n (Previously presented) An isolated human antibody, or antigen-binding 
portion thereof, that binds to human IL-12 and comprises; 
a lig ht chain CDR3 domain comprising the amino acid sequence of SEQ IP NQ: 



26; and 

a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID NO: 

25. 
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^J^^reviously presented) An isolated human antibody, or an antigen-binding 
portion thereof, with a lighl chain variable region (LC VR) having a CDR3 domain 
comprising the amino acid sequence of SEQ ID NO: 26, and wiih a heavy chain variable 
reg^n (HC VR) having a CDR3 domain comprising the amino acid sequence of SEQ ID 
NO: 25. 

. y&£ (Previously preseated)^^ The isolated human antibody* or an antigen-binding 
Wo portion thereof, of claim \&£ wherein the LCVR further has a CDR2 domain comprising 
The amino acid sequence of SEQ ID NO; 28 and the HCVR further has a CDR2 domain 
comprising the amino acid sequence of SEQ ID NO: 27. 

x ^\jfflf m (Previously presented) \ The isolated human antibody, or an antigen-binding 
portion thereof, of clamjj^wherein the LCVR further has CDRl domain comprising 
the amino acid sequence of SEQ ID NO: 30 and the HCVR has a CDRl domain 
comprising the amino acid sequence of SEQ ID NO: 29. 

C rev ^ aws *y presented) A pharmaceutical composition comprising an 
^ antibody or an antigen binding portion thereof, and a pharmaceutical acceptable carrier, 
wherein the antibody comprises: 

a light chain CDR3 domain comprising the amino acid sequence of SEQ ID NO: 

26; and 

a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID NO: 

25. 

^^Wif (Previously presented) An isolated human antibody that binds human 1 2 
and is the antibody J695, or an antigen binding portion thereof 

(Previously presented) vxH* pharmaceutical composition, comprising the 
isolated human antibody of claim Vtiand a p h a rm aceutically acceptable carrier. 

Claims 174-182. (Canceled) 
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*° , 

(Previously presented) An isolated human antibody, or antigen-binding 
portion thereof thai binds to human IL-12 and dissociates ftom human IL-12 with a K* of 
1.34 x I0* 10 M or less, and neutralizes human IL-12. 

. . 90 

<^ ^J4J<: (Previously presented) The isolated human antibody of claim J*3fi>r an 
antigen-binding portion thereof, which dissociates from human IL-12 with a Ka of 9-74 
x 10" u Morless. 

J JJW. (Previously presented) The isolated human antibody, or antigen-binding 
portion thereof, of claims Jja-or \f4 9 which is a recombinant antibody, or antigen- 
binding portion thereof. ✓ Q ^\ 

c V * ^ 

s (Previously presented) The isolated human antibody of claimJ£9Tor an. 

antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an in virro PHA assay with an IC50 of 1 x 10* 7 M or less, 

(Previously presented) The isolated human antibody of claim T&S^ot an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an in vitro PHA assay with an IC30 of 1 x 10* 8 M or less 

<<, ^ 

p / J^ST (Previously presented) The isolated human antibody of claim J-SSTor an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation 
in an in vUro PHA assay with an IC 5 o of i x lO^M or less. 

(Previously presented) The isolated human antibody of claim -W*£ or an 
antigen-binding portion thereof, which inhibits phytohemagglutinin blast proliferation in 
an in virro PHA assay with an IC 50 of 1 x 1(T 10n M or less. 

(Previously presented) The isolated human antibody of claim or an 
antigen-binding portion thereof which inhibits phytohemagglunnin blast proliferation in 
an in vifra PHA assay with an ICso of I x 10"' l *M or less. 
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(Previously presented) The isolated human antibody of claim lgSfor an 
antigen-binding ponton thereof, which inhibits human IFN7 production wiih an IC*o of 1 
xlO |0 Morless. S^- 

^ *\ J^S^ (Previously presented) Hie isolated human antibody of ciaim-TSSfoir an 
antigen-binding portion thereof, which inhibits human IFN7 production with an iC 50 of I 
xlO~ ll Morless. S>^~~ 

C*D (Prwiously presented) The isolated human antibody of clainrrt^ or an 
antigen-binding portion thereof, which inhibits human IFNy production with an IC50 of 5 
x 10' 12 M or less. ^ 

£ y ^94f (Previously presented) The isolated human antibody of clainrfSs, or an 
antigen-binding portion thei*o£ which inhibits IL-12 binding to its receptor in an IL-12 
receptor binding assay (RBA) with an iC 50 of 1 x 10* M or less. 

k> J^95^ (Previously presented) The isolated human antibody of claim <W$; or an 
antigen-binding portion thereof, which inhibits IL-12 binding to its receptor in an IL-12 
receptor binding assay (R&A) with an IC50 of 1 x 10' 10 M or less. 

*° / ^#6^ (Previously presented) The isolated human antibody of claiiR-tflS", or an 
antigen-binding portion thereof, which inhibits IL-12 binding to its receptor in an IL-12 
receptor binding assay (RBA) with an IC 5 o of I x 10 u M or less. 

^ /kt$£ (Previously presented) The pharmaceutical composition ofc\axmj&^ 
further comprising an additional therapeutic agent selected from the group consisting of 
ami- IL-1 antibodies, anti-IL-2 antibodies, ami- IL-6 antibodies, anti-IL-7 antibodies, 
anti-lL-8 antibodies, ami- IL-15 antibodies, anti- IL-16 antibodies, anti-IL-18 antibodies, 
anti- EMAP-Ii antibodies, awi-GM-CSF antibodies, anti-FGF antibodies, anti- PDGF 
antibodies, anti-CD2 antibodies, anti-CD3 antibodies, anti-CD4 antibodies, anti-CD8 
antibodies, auti-CD25 antibodies, anti-CJ328 antibodies, anti-CD30 antibodies, anti- 
CD40^iSibodies, anti^D45^titwdievanti^ 



antibodies, anti-CD86 (B7.2) antibodies, and anti-CD90 antibodies. 
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. & 

(Previo usly presented) The pharmaceutical composition of claim >8T 
further comprising an additional therapeutic agent selected from the group consisting of 
methotrexate, FK506, rapamyciu, mycophenoiate mofetil, leflunomidfi, non-steroidal 
anti-inflammatory drugs (NSaIDs), ibuprofen, prednisolone, 6-racrcaptopurines, soluble 
p5S TNF receptor, soluble p75 TNF receptor, sIL-iRI, sJL-lRII, SIL-6R, slL-13, 
antiinflammatory cytokines, 1L-K lt-10, IL-1 1. 1W3, TGf |J, Vx740, anti-P7s, p~selectin 
glycoprotein ligand (PSGL), P 75TNFRIgG (Enbrel™), P 55TNf RigG (Lenercept™), 
pyridSnyl-imidazole compounds, anti-gp39 antibodies, anti~CD40L antibodies, 
methotrexate, cytokine suppressive anti-inflammatory drugs (CSAlDa), teflunomide, MP, 
mesalazine, chloroquinine/hydroxychloroquine, pencillamine, aurotbtomalatc, cochicine, 
salbutamol, terbutaline, salmeteral, theophylline, aminophylline, cromoglycate, 
jiedocromil, ketotifen, ipratropium, and oxitropium. 



I9*f, (Previously presented) The pharmaceutical composition of claim^W, 
further comprising an additional therapeutic agent selected from the group consisting of 
anii-IRAK. antibodies, anti-NIK antibodies, anti-lKK antibodies, anti-p38 antibodies* 
D2E7, cA2 (Remicade" 4 ), CD? 571, 5-aminosalicylic acid, TNFR-Ig constructs, 
dexametbasone, aminosalicylic acid, IL-lra, methylprednisolone, cyclophosphamide, 
methotrexate, 4-aminopyridine, tizanidine, interferon-(Jia (Avonex™), interferon-plb 
(Betaseron™), Copolymer 1 (Cop-1; Copaxone™), hyperbaric oxygen, clabribine, anti- 
EMAP-ll antibodies, iFN^la, IFNplb, and IL-1. 

1° 

^20tT ((Previously presented) A pharmaceutical composition comprising the 
antibody or an antigen binding portion thereof of claim \0 9 and a pharmaceutical^ 
acceptable carrier. -^"7 

' 7"o 

(Previously presented) The pharmaceutical composition of claim JJfKC 
further comprising an additional therapeutic agent selected from the group consisting of 
budenoside, corticosteroids, cyclosporin, sulfasalazine, aminosalicylates, 6- 
mercaptopurine, azathioprine, metronidazole, mesalamine, olsalazine, balsalazide, 
antioxidants, antibodies to IL-1 receptor, anti-IL-i (J monoclonal antibodies, antHL-6 



1\X 
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monoclonal antibodies, pyridinyl-imidazole compounds, anti-TNF antibodies, or 
fragments thereof, and anti-LT antibodies. q 

'J r ^2tt£ (Prwjousjy presented) The pharmaceutical composition of claim^OCT, 

further comprising an additional therapeutic agent selected from the group consisting of 
and- 1I--1 antibodies, anti-lL-2 antibodies, anti- U--6 antibodies, anti-IL-7 antibodies, 
anti-iL-8 antibodies, ami- IHS antibodies, and- IL-16 antibodies, anu-IL-18 antibodies, 
anti- EMAP-Il antibodies, anti-GM-CSF antibodies, anti-FGF antibodies, anti- PDGF 
antibodies, anti-CD2 antibodies, anti-CD3 antibodies, anti-CD4 antibodies, anti-CD8 
antibodies, anti-CD2S antibodies, anti-CD28 antibodies, anti-CD30 antibodies, anti- 
CD40 antibodies, anti-CD45 antibodies, anri-CD69 antibodies, anti-CD80 (B7.1) 
antibodies, anti-CD86 C&7 2) antibodies, and anti-CD90 antibodies. 



1 f \jer' 



^7 V 

(Previously presented) The pharmaceutical composition of claim £0tfT^ 
further comprising an additional therapeutic agent selected from the group consisting of 
methotrexate, FK506, rapamycin, mycophenoiate mofetil, leflunomide, non-steroidal 
anti-inflammatory drugs (NSAlDs), ibuprofen, prednisolone, 6-mercaptopurines, soluble 
p5S TNF receptor, soluble p75 TNF receptor, sIL-lRl, sIL-iRlI, slt-6R, sIL-13, 
antiinflammatory cytokines, 1L-4, IL-10, 1L-1 1, IL-13, TGFp, Vx740, anti~P7s, p-seiectin 
glycoprotein ligand (PSGL), p75TNFRIgG (Enbrel™), P 55TNFRIgG (Lenercept™), 
pyridinyl-imidazole compounds, anti-gp39 antibodies, anti-CD40L antibodies, 
methotrexate, cytokine suppressive anti-inflammatory drugs (CSAlDs), leflunomide, MP, 
mesalazine, cUoroquinine/hydroxychloroquine, pencillamine, aurothiomalate, cochicine, 
salbutamol, terbutaline, salmeteral, theophylline, aminophylline, croraoglycare, 
nedocromil, ketotifen, ipratropium, and oxitropium. 



no 

(Previously presented) The pharmaceutical composition of claiin^OtC 
further comprising an additional therapeutic agent selected from the group consisting of 
anti-IRAK antibodies, anti-NIK antibodies, anti-lKK antibodies, anti-p38 antibodies, 
D2E7,cA2(RfimicadeI*)^ 



dexamethasone, aminosalicylic acid, IL-lra, methylprednisolone, cyclophosphamide, 
methotrexate, 4-aruinopyridine, ti2auidine, imerferon-P I a ( Avonex™), inteiferon-(Slb 
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(Peiaseron™), Copolymer 1 (Cop-i; Copaxone™), hyperbaric oxygen, clabribine, ami- 
EMAP-H antibodies, lFNpia, IFNplb, and 1L-1. 

5. (Previously presented) The isolated human antibody of cUigrlC or an 
antigen-binding portion thereof thai binds to human 1L-12 and dissociates from human 
IL-l 2 with a K4 ofl .34 x 1 0" 10 M or less. v 

^ (Previously presented) The isolated human antibody of claim^Tor an 

f antigen-binding portion thereof, that binds to human It- 12 and dissociates from human 

^9 IL-12 with a K4 of 9.74 x l(T n M or less. 

^* 2^"- (Nw) The neutralizing isolated human antibody of clainvi-551 or an anti&en- 
y r binding ponion thereof, which dissociates from human IL- 1 2 with a koff rate constant of 1 
x lO'Vorless. 
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